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(57) Abstract 

The invention is related to pyridine compounds represented by general formula (I) (wherein R 1 represents hydrogen, 
halogen, alkyl, alkoxy, alkoxycarbonyl or haloalkyl, R 2 and R 3 , which may be the same or different, each represents hy- 
drogen, halogen or alkyl,. L represents a group represented by formula (IT) (provided that, when one of R 4 and R 5 repre- 
sents hydrogen,, the other represents hydrogen, alkyl, phenyl, substituted phenyl, aralkyl, substituted aralkyl or acyi and, 
when one of R 4 and R- s represents alkyl, phenyl, substituted phenyl, aralkyl, substituted aralkyl or acyl, the other represen- 
ts phenyl, substituted phenyl, aralkyl, substituted aralkyl or acyl, or R 4 and R5 taken together with the adjacent nitrogen at- 
om represent a group forming an optionally fused heterocyclic ring) or a group represented by formula (III) (wherein R 6 
represents hydrogen, alkyl or acyl; Z represents methylene, oxygen or sulfur, and I and m f which may be the same or differ- 
ent, each represents 0 or an integer of 1 to 3), and n represents 0 or an integer of I to 8) or pharmaceutical^ acceptable 
salts thereof, and. their medicinal use. These compounds have anti-ulcerous, gastric acid secretion depressing, gastrointesti- 
nal cell protecting and antidiarrhea effects, thus being useful as drugs for prevention and treatment of diseases of digestive 
oreans. 
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4 - ( 2 - ( 4 - y ^ ;b - l - k* ^ 7 i/ - ;i/ ) x 1- * 2/ ; 
- 2 - t: u /I/-)' / ^ ;b - l H-^yX-f $ f •/ - ;i/ 
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2 - # u u / * to - 3 - / ? to- A - (2-*A/*>J/x h 

* 9 ) £ y s> y • 2 &Rg 5.0g*2-^^rHyX'f s 

?>/-to2. 2 s 8 %*Btfti± rfitWt* 

x^ ; — ;n o 0 aJLizlsaZ-^ l i¥IBI'2jnfikSiSf £ . SI5^*7^% 

lift. si^i/'j^*;^^^?^^ 

^-Cftl/s 2%^^/-^-^ nn * ;l/ - ik '^^^^' 5<!: > 2 
_ ( 3 _ ^ ^ to - 4 - ( 2 - * ;i/ * y / x h * ) - 2 - £ 'J 

;u 3 / f- to f - * - l H - y % 4 $ / ♦/ - ^ tt ft "t 

1 H — N M R ( C D C £ 3 ) : 8 ( ppm) = 
2. 28 (s . 3H) , 2.50~2:.70£cJ; tf3.68~3.84 >. 8H) , 

2.88 (t, 2H), 4.20 (t, 2H) , 4.40 (s, 2H) , 6.76*?«fctf 
8.3.4 d, 2H), 7.08-7.26*? J; 7.44-7.60 <** 

>, 4H) 

2-^pd/?;1/-3-^^-4 - C 2 - ( 1 - ^ ^ - 
2-fn'J->-i;i/) x h * > ) f y V • 2 1 2. 1 g £ 

g-M^K'VX^ $ */ - to 4. 8 g £ £ ^ 2 3 % 7k^-fb 

* h y * 2 ori|tftsi^-/n o 0M<D?£i££flnx^ 

i ^lasnjifeaift-r *. 5$teT&* x* y 
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;*L«SiE.*'> 'J 7^ D "7 Yf 77 * -eft * n 

•C© 2 - ( 3 f"^- 4 - C 2 - ( 1 2 - fn ij 

i7*i. /t/> i h * so ■ - 2 - £ v»* ^ - l h - y 

X 4 § '/ — ' J* 6 *l « . 

#%f]6 

2 - £ a a ^ Z-Jls - 3 - / * - k - C (1-/^^-2- 
f-: y S/V~> ) ^ h * '*s ) V U ^ * 2 1 6- 5 g £ 2 - 

/ 7* h Ky^V $ **V-;i/5. 1 g ££#2 8 %7K^fc^> 
y # i 3 0 n£ ^itf 5 l>7-;H 5 0 M © K j&O & > 1 

-'J tifiE*®*^-- #$>*ts 

£ . y * y ;t/ * 7 -k n V f' 5 7 J —izit I % J ? 
j a n ifc T -fe h y — x — -r S&H 

^^5^^* 1.2 5 - 1 2 7 X 0 2 - [3-/^^-4- 

. ( j_ _ / )v - 2 - f ^ y i? ~ ju) / h * - 2 - f y v 
)v ) ^f^^-m-^yx-f $ ^ v' - ;^ & *i * . 

© 2 - C 3 - S 4_- C 2 - (N-^yf^-N-Zf 

;i/ T S / ) x h * v- 1 - 2 - 'J V )V ] ^ ^ ;v ± - 5 - / f 
> •> - i H-^yX'-f ^ # V - $I*S fegr Ife£ 12 1 ~ 
12 2 *C 

.©. 2 - C 3 - / 4 - ( 2 - ( N — (p-^na^yj/" 
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1 7 

;u) - N - t *)V7 5 J ) - 2 - f 'J * 

— l H — <y x 4 $ 110- 
1 1 3 t 

© 2 - (3->f^~4 - (2 - (N-y^Ji'-N- (4- 

**jw<'y#n>) t$j) i -2 - tf 'J 

fi-lH-^nM tSfe&Hs Hfe&9 9 -102 
t 

© 2 - C 3 - ^ ^ ^ - 4 - C 2 - ( 1 . 2, 3, 4 - <r h 5 

t K n -f y * J U y - 2 - 4 ) x h * ) - 2 - f y 5? ju ) 

9 2- 9 5 t 

© 2 - ( 3 - / * n> ~ 4 - C 2 - (N-^y^^-N-lf 

;i/ 7 5 ; ) x h ) - 2 - f y v & ) ^;^^-ih-^ 
y %4 % 

IH-NMR ( C D C £ 3) : 0 (pp>)=1.10 (t, 3H) , 2.14 
(s, 3H). 2.68 (q, 2H), 2.92 (t, 2H) , 3.70 (s, 2H) , 4.04 
(t, 2H), 4.36 (s, 2B),' &.62fc 8.30 ( # * d, 2H) , 
7. 00 — 7. 64 n. 9H) 

© 2-(3->^;P-4 - C 2 - (N-^y^'^-N-7* a 
\£JU7%J ) I h * •> ] - 2 - f V ^ ) ^fii/f**-lH- 

'H-NMR ( C D C £ s ) : 5 (ppm) =0.90 (t, 3H) , 1.54 

Cm, 2H), 2.24 (s, 3H), 2.56 (t, 2H) , 2.91 (t, 2H) , 3.69 

Cs, 2B>, 4.04 (t, 2H), 4.36 (s,. 2H) , 6.62fc«kff 8.28 

d, 2H), 6.96-7.64 * n, 9H) 
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© 5-^tio-2- C 3 - / ^ ^ - 4 - C 2 - ( N - ^ V 
;i/ - N-.x^;i/7 ). x K*-«>3 - 2 - f >; Vjv) / l-fr* 
* - l H — vyx^f ^ ^ ftttfiftiiv it * 12 4- 

1 2 5 t . 

© 2 - C 3 *rt>- 4 C 2 - ( N - ^;i/7i'j;) X 
) - 2 - £ ij ;u) > rjisl- t-iH-^yx-f ^ */ 

1 H - NM R ( C D C £ 3 ) : J Cppm) =2.22 (s, 3H) , 3.02 

Cs, 3H), 3.90 (m, 2H), 4.15 Cm, 2H), 4.38 Cs, 2H) , 6.70 

Cm, 4H), 7.15 (», 4H), 7. 45 (ra , 2H) , 8.20 (d, 1H) 

© . 2 - C 3 - / *)l>- 4 .-. ( 3 - ^ n/* 'J y 7*n 5/ ) - 

2 - t* y v^p ) ^^fi-i H-^yx^/'/-^ fi & 

148-1 5 0 *C C#P) 

© 2 - C 3 - > f- - 4 C 3 - f >J £/* y r n ** * SO - 
2 - f 'i V )\> ) / 3- * - 1 H - y X ^ $ ^* v' — ftj* 

i .14 - 1 i 5 *c 

© 2 - C 3 - ^ ^ ;i/ - 4 - C 2 - (2-^*7-l-fntJ 
>>*c ;U) x F * i/ ] - 2 - f tj-'$? /iO *-lH-^y 
>C-f $ 6 4-6 5 *C 

© 2 -. ( 3 - * =f~)V - 4 - ( 2 - ( N - / * )v - N - ( 2 - 
7 * -;t/X f-'/l/ ) 75/)'lKf) - 2 - £ V /£> ) / 5=- ^ 
ft-lH-^y X-f ^ * r •/ — ;w 

1 H — N M R ( C D C £ 3 ) : 6 ( ppm) =2.24 Cs, 3H>, 2.44 
Cs, 3H), 2.60-2.84 Cm, 4H) , 2.92 (t, 2H) , 4.12 Ct, 2H) , 
4.39 Cs, 2H) , 6.72*? ^^ 8.32 C& * d, 2H) , 7.10 — 7.35 
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*?£# 7.40 -7.60 m, 9H) 

© 2 - (3->f^-4-(4-?^*'J/^^ , » ~ 2 - 

tr i; v )\> ) /^^f t-iH-^yx-f ^ y •/ - ;u 

1 H - N M R ( C D C S. 3 ) : 6 ( ppm) = 1 . 50-2. 00& 
2.30-2.55 <** 10H), 3.55-3.80 (ra, 4H) , 4.00 (t, 
2H), 4.30 (s, 2H), 6.70fc<fctf 8.25 ( & * d, 2H) , 7.00 
— 7.35*? ck 0 s 7.40-7.60 * m, 4H) 

© 2 - ( 3 - S *JU- 4 - C 2 - C N - J *n>- N - ( 3 - 

- i h vX4 \ yy-K 

'.H-NMR ( C D C i 3 ) : $ (ppw) = 1.64 — 2.10 (a, 2H) , 
2.22 (s, 3H), 2.39 (s, 3H), 2.52*? e kO c 2.68 * t, 4H) , 
2.86 (t, 2H), 4.11 (t, 2H), 4.40 (s, 2H) , 6.72*?«fctf 
8.32 (&* d, 2H)\ 7.04-7,40*?cfcO c 7.40-7.70 in, 
9H) 

© 2 - C 3 - / * )\> - 4 - ( 3 - (N-'s-yi/'^-N-^ 
/ut W ) yn^' + i/) - 2 - f'j ->';H >fji/f^-lH- 

^yx^ s y v - ;u 

'H-NMR ( C D C £ 3 ) : ^ (ppm) =1.80-2.12 (m, 2H) , 
2.04 (s, 3H), 2.24 (s, 3H) , 2.52 (t, 2H) , 3.50 (s, 2H) , 
4.03 (t, 2H), 4.40 (3, 2H) , 8.30 ( d, 2H) , 

7.00-7. 40*? 7.45-7.70 n, 9H) 

© 2 - (3->^^-4- (2 - ( N - (3-> h + C/^y 
;u ) - N- y f ^7 U ) x h * S/ ) -2-f>ji;;i/) > ^ 

ji/^-iH-^yx^^Z-K jgfc * 8 9 - 9 1 *c ( ) 
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2 0 

© 2 - C 3 - / 4 - .[ 2 - C N - {2 - ? outy-i? 

)U) - N - J ? fry $ J ) x ■> * i/ 3 - 2 - f 'J V jv ) / =5- )V 
- 1 H - ^ y X A \ 9" */ — fr , i6£ 1 2 7 ~ 1 3 0 *C ( # 

J?) ' 7 

© 2 - 4.- (2 - ( N - ( 4 - 7 a.-s y 

)U * it - 1 H - k y X 4 \ V* - 

■H-NMR (CDC £- 3 .): 5 ( ppm) = 2.25 (s, 3H) , 2.40 
(s, 3H), 2.80 (ti 2fl), 3.50 (s, 2H) , 4.18 (t, 2H) , 4.50 
(s, 2H), 6.65£<fctf 8.25 (£• * d, 211), 7.00-7.55 (&* 
ai, 8H) 

® 2 - C 3 4 - . C 2 - (N- ( 3 , 4 » 5 — h 'J 

^ ■ > -< y - N— y ^/i/?^;) x h * ) - 2 - t* 
y v/ )\> ] > ^ ^ - 1 h -^yxM .^/-^ 

•H-NMR (CD C £ 3 ) : <? (ppm) =2.25 (s, 3H) , 2.39 

(s, 3H), 2.80 (t, 2H), 3.60 (s, 2H) , 3.70 (s, 9H) , 4.10 
■ (t, 2H), 4.42 (s, 2H), 6.75&£tf 8.35 ( d, 2H) , 

7-.Q0~7.45*?«fctf 7.50-7.80 (&* m, 6H) 

%mm i 

2 - ( 3 - / f /l' - 4 - ( 2 - ( • N - y 5? ^ - N - > ;b 
y $ y ) x > * ) - 2 - tr y 27 ;i/ ) / * * - l H - ^ y 
X 4 $ V* — )V 1. 6 g © ^ □ d A 10 O'tiL&jBLIZ . / 9 9 
a a£-&#K*jD;SU ifiCt 2 0 #ISjflE#-r S. - 3 0 t C 
8 0 %>f * V nni^ffti.o &^Jn^. 1 5 £181. 
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2 1 

**i.T»fllt*ix 2-(3-y^^-4 - C 2 - ( N 51 
y $ JU _ N ; ? jur $ J ) x h * ) - 2 - f 'J >>■ ;u ] / * 
jumuy a -)\>- 1 H y $ •/-^^l B B Bl^*i: ^ 

'H-NMR (CDC£ 3 ) : 6 (ppm)=2. 12 (s, 3H) , 2.32 
(s, 3H)> 2.80 (t, 2H), 3.60 (s, 2H) , 4.05 (t, 2H> , 4.70 
( s , 2H), 6.62£J;tf8.24 (# * d, 2H) , 7. 00~7 . 36& cfc 
7.40-7,66 (&* a. 9H) 
HS6«9 2- 

2 - ( 3 ~ / * * ~ 4 - (Z-f'i'JfViKf) - 2 - 

t: i; »>* ;i/ ) * *jvi~it- l H - y X -f $ •/ - ^ 2. 5 g o 9 

a u 1 2. 5 MMC. > * 9 n n»3?fi#K 1. 1 g £fln*.* 

ffiCT 2 0 5. - 2 8tC»9fts 80%>^ 

o Dia$jR«Ftt-i. 7 g *fln^. 2 0#.IB|j*#L. •^■c. ry . 

'ti7*X«lU 4UfcttR**Sllt5. 

;u&7 V ^ ~ 7*1 2 5 £ d n*;i/Af itUt 5 

2 - (3-/^^-4- (2-txij.;;iK->) - 2 - f 

y >>- ;i/ ) ^ ^ ^ x ;i/ 7 / - & - i H-^yx-f $ ? •/ - 

'H-NMR ( C DCh) : J (pp«) -1.20~1.80&«kO t 
2. 40 — 2. 60 *)." 2.14 (s, 3H.) , 2.80 (t, 2H) , 4.12 (t, 

2H), 4.76 (s, 2R), 6.70 *? «fc 8.26 d. 2H) , 7.20 
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2 2 

— 7.40^ cfc 7.52 -7.76 (& * n. 4H) 

mmms 

2 - . ( 3 - S * iu — 4 — C 2 — ( 4 - / ? & - 1 - £ ^ 7 # 
x F*<>3 - 2 - f »J l H-^vX 

4 $ ^' V*-;p 1. 6 g © £ a a * ;i/ i 1 0 0 wl&WLK.^ / ? if n 
; oSc£#S*.l. 4 g ^fln?U 2 0^f B 1i^t5. - 3 5 

*C C»ai8U 8 0 %* 9 9 n 'njBSJ&SK-l. 7 g 10 

£ n o * ;i/ i t ffi f 3 £ ^ 2 - ( 3 - ;* 4 .-..( 2 - . 

( 4 - / 5^ A> - 1 - f v -S? - x f- * */ 3 - 2 - t* y 

7 4 -)\> - l H - ^ y x a \ ? V - ;i/#£*HM;fc 

'H-NMR (CD C £ 3 ) : 8 (ppm)=2.14 (s, 3H) , 2.36 
Cs, 3H), 2.40-2.70 (m, 8H), 2.82 (t, 2H> , 4.10 (t, 2H) , 
4. 76 (s , 2H) , 6.66& ek (IF 8. 24 ( # * d , 2H), 7. 20- 7.40 

7.48 -7.66 (4* m, 4H) 
HSS«iJ 4 . 

2 - ( 3 - ^ 4 - (2- i EWJ;i b * ) - 2 - 

. £ *; 's? ju') / r jvr * - i H - v%4 $ ^* y* — ;u 3: 0 g © ^ 
nn*Jl/i»2 0 Orf^ltCx ^^on$ftf'8l,2 gSiuis 
1I.CT 2 0 ^f H 1SI^1" 5 o - 15 *C £&iD&. 8 0. %^^ 
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2 3 

g se£ *> V * y ^ * ? ^ ° v f v~? * — c^l. x^y — 

- c 3 - / * * - 4 - ( 2 - * »; y x h * 5/ ) - 2 - tr y 
•>* ;i/ ) / * ;u x ;u 7 ^ - ;i> - 1 H - ^ v X -f $ ? V - #&fi 

'H-NMR (CDCij): 5 ( ppra) =2.16 (s, 3H) , 2.52 
~2.68*J;O c -3.68~3.S0-<** «. 8H) , 2.82 (t, 2H) , 4.12 
. (t, 2H). 4.79 (s, 2H), 6.68 *? ck 8.28 (£ * d, 2H) , 
7.20 — 7. 40*? J; 7.50-7.70 * *>, 4H) 

2 - C 3 - / * » - 4 - C 2 - 
^ ;i/ ) x h * *> ) - 2 - t* y >>* ;u ] ^ ^ * * - 1 H - ^ v X 
4 5 p ./ _ ;u 3. 0g©^no*;i/i,2 0 0roe^?StCx t $ 9 v 
n$lfSUs*afil, IICT 2 0 -15 
•C£&3«. 8 0-%> ^ ^ n n.iBSJH#»2. 0 g *Jtai^ 2 0 

ait*. ^ »3E* * ,J ^ -A ^ o v h 

^77^-Cttl/> i;;-;i/ft7^i7^8%tft«^ 
n n * ;u T? if ffl r S <fc * 2 - C3-^f-^-4 - ( 2 - (1 
_ j ^ , u _ 2 - f n V ~ ;i/ ) x h * •> ) - 2 - f >J C/* /l/ ) > 

^ ju 7, ju 7 >r - ;v - l H-^yX-f 5 ? •/ - 5fc i 

'H-NMR (CDCij) : 5 (pp>) = 1.20~1.90£ «fc 
2.90-3.19 a , 7H). 2.12 (s. 3H) , 2.32 is, 3H) , 

2.20 (t, 2H), 4.00 (t, 2H), 4.76 (s, 2H) , B.VUS&Zf 
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2 4 . 

8.25 d, 2H), 7.20-7.36& 7.50-7.65 (^^.n, 

4H) 

mmme 

2 - C 3 - / f- & - 4 - ( 1 - J * & - 4 - f ^ 'I 2/* + 
•>}'•- fc? y 5; ;i/ ) ;t/ ^ * - l H-^ /X.-t $ V — ;w 
3. 4 g 0^ n n,iJl/J, 2 0 0 J & 0 P n^lf S 

1. 5 g £2jDJi> ISCT 2 0 ftm^WTZo -2 0 , CC^a^ 
8 0%/^n.D.MIfi2J g ^SD^. 2 0#I§mi$L. 

^ISEf i B5££ •> 'J * y>* 5 A ^ n r'f /5 7 - C 
fi-L. X * > — T y ^ - T £ 1 0 %<£-W3*<5 ^ ° n*;i,A 
~C ?|{Bt^ £ 2 - C3->^^-4 - ( 1 - / fr- 4 - f 
^ »; jusf- 4- -> ) - 2 - f v ;u ) ^ ^ ;i/ x;P7-f-^ - l H 

,'H-NMR ( C D C £ 3 ) : (ppm) =1.60-2. 04> 2.20- 
2.70 4.24-4.52 * m, 9H) , 2.12 (s, 3H) , 2.30 

(s, 3H)., 4.80 (s, 2E), 6.64 & cfc 8.23 * d, 2H) , 
7.20~7.36;£ £ fcO r 7.50-7.66 m. 4H) 

. . H ft 01 7 ' 

2 - (3-/^^-4- (2 - (N-^yi/^-N-Zf^ 

H - ^yXi? v* — n/ 2. 6 g$i^;-;i/8 Oic L . 
3 tLC^Kftt- 1* l i * ^ : 0. 2 4 7 g 2 0 m££in;L. • 

ffi-C 3 0 . 5lSt*T.SK .«.BE««L. i$^7t 
h y 2 0 i^ffl^tijl^S. mWLIZ ^x^;i/x 100 
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2 5 

;p - 4 - C 2 ~ ( N - *< y V - N - / * ^ 7 $ J ) X h * i/ ) 

_ 2 - t: y v jp ) t f- n* x v a ~ iu - l H - ^ v X A %tf*f 

•H-NMR ( CD C £ 3) : <5 ( ppro) =1.70 (s, 3H) , 2.24 
(s, 3H), 2.65 (b. 2H), 3.20-4.70 (m,. 6H) , 6.10 (n, 1H), 
6.90 (m, 2H), 7.00-7.50 (n, 78), 7.65 (>, 1H) 
££01 8 

2 - C 3 - / * » - 4 - C 2 - (N-'<y^i'-N-^«' 

H - KyxM. 5 / '/-^ • t MJ ^ ^17. 3 3 g ^* 1 5 0 mfc 
CJ8J»3*v d*lC«ft*^*>f^ 0. 9 3 8 g£W7R»«5 0 
SS-5 3 0 *ffflLfc«**«ai^ + 

^c**f s 2 - C 3 - > 4 - ( 2 - (N - -<y * 

;i/-N - 7 5 / ) x h * - 2 - try •>* * ) ^ 

"H-NMR (CDC£ 3 ) : <? (pp"») =2.15 (s, 3H) , 2.35 
(s, 3H), 2.85 (t, 2H). 3.62 (s, 2H) , 4.09 (t, 2H) , 4.55 
(q, 2H), 6. 65 (d. 1H), 7.02 (t, 2H) . 7.21-7.36 (#* », 
5H), 7.64 (t, 2H), 8.18 (d, 1H) 

© 2 - [3-^^^-4 - (2 - (N-^>">*^-N->^ 
,V 7 § / ) - 2 - f 'J «>* ;u ) > fl> X /l/ 7 A - - 

5 _ j K * i/ - 1 H - *< y X 4 § '/ - ^ - & ^ *0 * 
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2 6 

'H-NMR (CDC£ 3 ) :. 6 (ppm) =2.10 (s, 3H) , 2.32 
(s, 3H3, 2.80 (t, 2 H) , 3,60 (s, 2H), 3.80 (s, 3H) , 4.05 
(t, 2H), 4,75 (s, 2H), 6.61*? i; & 8.25 * d, 2H) , 
6.85 —7.60 (&* m, 8H) 

© 2 - C 3 - J * ns- 4 - ( .2 - C N - (p-^nn-cytf 
- N - / ^ ;U7 $ J ] x. b * i/ ) - 2 - f 'J •>* ju) * 
1 H-^xX-f iH H B^I8*s 
•H-NMR (CDC£ S ) : 6 (ppm) =2,12 (s, 3H) * 2.30 
(s,. 3H), 2.80 (t, 2H), 3.54 (s, 2H) , 4.03 (t, 2H), 4.76 
(d, 2H), 6.62^3 cfc tK 8.24 (#* d, 2H) , 7.00-7.70 (& * 
ra, 8H) 

®. 2 - ( 3 - / ^ - 4 - ( 2 - C N - * * Jl> - N - ( 4 - 
/ * y'j;^) 7 $ y r x h * ) - 2 - t* y ;i/ ) ' > ^ ^ 
* ;P7 * - ;u - 1 H - *<vXA % ?' «/ - ilfl^ffl*. . 

1 H — N M R ( C D C £ ]) : f (ppm) =2.12 (s, 3H) , 2.32 
(s, 6i).r 2.80 (t, 2H), 3.54 (s, 2H) , 4.04 (t, 2H) , 4.76 
(d, 2-H). •6.60*'«kO f 8.23 (& * d, 2H) , 6. 80-7. 70 '.; 
m, 8H) 

© 2 - C 3 - / =5- & - 4 - ( 2 - ( 1 , 2,3, 4-ff 5 
b F n -f 7 * / y y - 2 - -OU ) X V* i/) - 2 ^ & *J 

'H-NMR (CDC £ 3 ) : (J ( ppm) =2.18 (s , 3H) 2. 90 
(s, 4H), 3.00 (t, 2H), 3.76 (s, 2H) , 4.20 (t, 2HK 4.74 
(d, 2H) , 6.70^^^* 8.26 (3-* d, 2H) , 6.84-7.76 (&* 
n, 8H) 
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2 7 

© 2 - [3-/3- & -4 - ( 2 - (N-^y^^-N-i? 
;i/7 § ; ) x h * ) - 2 - f »; i? n* ] ^*X*7^*- 

■H-NMR (CDC£ 3 ) : « (ppm) -1.10 (t, 3H) , 2.12 
(s, 3H), 2.65 (q, 2H), 2.88 (t, 2H) , 3.68 (s, 2H) , 3.98 
(t, 2H), 4.76 (d, 2H), 8.22 (& * d, 2B) , 

7.00-7.70 m, 9H) 

© 2 - C 3 - / * n> ~ 4 - ( 2 - (N-^^'^-N-ro 
tr ;u 7 $ J ) x h * *> ) - 2 - ft; ^ ;j/ ) ^f;^;i/7^Ji/ 

- i h vx* % ^*y-^> m&i&n*. 

'H-NMR ( C D C i 3 ) : S (ppm) =0.89 (t, 3H) , 1.54 
Cm, 2H), 2.13 (s, 3H) , 2,52 (t, 2H) , 2.86 (t, 2H), 3.67 
(s, 2H), 3.98 (t, 2H), 4.74 (d, 2H) , 6.56 £ £ 8.22 

d, 2H) , 7.00-7.74 * m. 9H) 
© 5-^dd-2 - (3->f-^~4 - (2 - (N-^yf* 
^-N-lf ^7 $ / ) x h * ) -2-t''J->'^) ^ ^ ^ X 
;b 7 ^ 1 H - ^ yX-f § ^^H^tS*. 

•H-NMR (CDC£ 3 ) : 8 (ppm) =1.07 (t, 3H) , 2.09 
(s, 3H), 2.64 (q, 2H), 2.86 (t, 2H) , 3.66 (s, 2H) , 3.98 
(t, 2H), 4.74 (d, 2H), G.5%££& 8.20 d, 2H) , 

7.10-7.64 ■', 8H) 

© 2 - C3-/^^-4 - ( 2 - (N-yf-^T-'W) X 
h * J - 2 - tr V ^ ;i/ ) ^ ;i/ x ;^ 7 a ~ ;u - 1 H - ^ y X 

'H-NMR ( C D C £ j) : 5 (ppm) =2.02 (s, 3H) , 2.98 
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(s, 3H), 3.90 (m, 2H), 4.10 (n, 2H) , 4.75 (s, 2H), 6.70 

(n, 4H) , 7.15. (m, 4H), 7.45 (id, 2H) , 8.18 (d, 1H) 

©. 2 - ( 3 -S *>V- 4 - C 2 - (N-/*^7^iJ7 ) I 

F 4- s< J ■ — 2 — t* y ^ ;w ) / f- ;p 3. n> 7 -r ~)v- l H - ' *« v X 

'.H -N MR ( C D C £ s) $ ( PPra) - 1. 75 . (s, 3H) , 2.90 
(s, 3H),. 3.20 -4; 70 (in, 6H) , 6.05 (id, 1H) , 6.30-7.50 
Cm, 9H>, 7.60 (m, 1H) 

© 2 - C 3 - J Z- Jls- A - ( 3 ~ * ^* V S 7* n $ 4 $/ ) - 
2 - t* y ;u ) J =5- )V x )V 7 a ~ - 1 H-^vXI ^ V — 
)V • 

'H-NMR (CDCl 3 ):0 ( Ppm) = 1 . 90 — 2. 15^3 £t>* 
2.35-2.60 (#* m, 8H) , 2.18 (s, 3H) , 3.73 & cfc 3.75 

t, 4H), 4.04 (t, 2H), 4.78 (s, 2H) , 6.70 & £ 
8. 28 (# * d, 2H), 7.20-7. 40 fe^tf 7.50-7.70 C& * w, 

4H) • . 

© 2 - C 3 - > f - ^ - 4 - ( 3 - f <J / 7* n * * «> ) - 
2 - fc? y s? ;u ) '/ & )v 7> ;t/ 7 ^ ~ ^ - l H-^yX'f $ ^' V — 
jv 

1 H - N M R ( C D C £ 3 ) :. 6 (ppm) = 
1.30-1. 80&£tfl. 90— 2,10 (&* m, 10H), 2.15 (s, 3H) , 
2.30-2.60 (m, 4H) , 4.04 (t, 2H) , 4.75 (s, 2H) , 6.70 
8.30 (£-*d, 2H), 7.20-7. 40&£tf 7.50-7.-70 
(&* m, 4H) 

© 2 - [ 3 - / * iv - 4 ' - C 2 - ( 2 - * * 7 - 1 - tr n y 
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c ;i/ ) iKJ/) - 2- f'ji/*;i'] / * to * to 7 a ~ to - 1 

'H -NMR ( C D C £ s) : 5 (ppm) = 
1.80'~2.10fc«fctf2.20~2.50 (&* n, 4H) , 2.12 (s, 3H) , 
3.50 (t, 2H), 3.70 (t, 2H) , 4.10 (t, 2H) , 4.74 (s, 2H) , 
6.65 8.24 (** d, 2H), 7. 20-7. 40*? «fc Tf 7.40 

-7.80 n. 4H) 

© 2 - C 3 - * * to - 4 - ( 1 - J * to - 2 - V +* V V to / 
b * *> ) -2-^9^'^] >3F-;i/^.Jl/7-f— -B'-lH'-^yX 
4 5 ? V* ~ ^ 

'H-NMR ( C D C £ 3) : 6 ( ppm) = 1 .20-1 . 90*? & Xf 
2.70-3.00 (&* n. 9H) , 2.16 (s, 3H) , 2.35 (s, 3H) , 3.80 
-4,20 (m , 2H) , 4.78 (s, 2H) , 6.66££tf 8.28 ( d, 
2H), 7.20-7. 40*? £ 7.50-7.70 (#* ■. 4H) 

6 2 - 13 - J * * - 4- C 2 - (N-Z'^^-N - (2 - 

7 i ~ to X ? )U ) 7 $ J ] X h > •> ) - 2 - f »J to ) **to 
7s to 7 a ~ to - 1 H - ^ y X 4 * ? '/ - ^ 

'H-NMR ( C D C £ j) : (5 (pp«) =2.13 (s, 3H) , 2.42 
(s, 3H), 2.60-2.80 (■,•41), 2.88 (t. 2H) , 4.40 (t, 2H) , 
4.74 (s, 2H), 6.63*?«J;tf 8.24 (£ * d, 2H) , 7.00-7.40 " 
*?£ 7.44-7.70 (#* m, 9H) 

© 2 - (3-/f«'-4-U-t^* l i^7'F*-» - 2 - 
f >J >>" ;t/ ) ^ ^ X to y a ~ )V - 1 H - ^ V X A \? */ — to 

. 1 H-NMR (CDC£ 3 );<5 ( ppm) = 
1.40-2.00 *?£# 2.30-2.60 «. 10H) , 3.50-3.80 
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(m, 4H), 4.00 (t,2H), 4.78 (s, 2H) , 6.68 8.28 
(&* d, 2H), 7,20 -7.40*? cfctf 7.50-7.70 m, 4H) 

© 2 - ( 3 -/ *to- 4 - C 2 - (N-^ f-;i/-N^ ( 3 - 
7 *i^7* n ) 7 ^ ; ) x h * i/ ) - 2 - f v s; jv ) t ? 
;u x toy a to - l H - k y X 4 * * r '/.— to 

■HrNMR (CDCJs) : 8 ( ppm) = 1.60 — 1. 96 (m, 2H) , 
2.14 (s,3H), 2.33 (s, 3H), 2.44*? «fc 2.64 <** t, 4H) , 
2.80 (t, 2fl), 4.04 (t, 2H), 4.75 (s, 2H) , 6.65*?«fcff 8.26 
<&* d, 2H>, 7. 00-7. 40*? J; 7.40-7.70 ra, 9H) . 

© 2 - { 3 - J > to - A- [ 3 - (N-A-y<»-N-^ . 
;u T $ J ) 7* o-#* ♦> ] - 2 - £ V -A/ ] ^ ^ ;i/ X /l/ 7 >f - to 

— i K — y X J A ? *S— to 

'H-NMR (C.DCij): 6 ( ppm) =1 . 80 — 2. 10 (m, 2H) , 
2.05 (s, 3H), 2.25 (s, 3H) , 2.55 (t, 2H) , 3.50 (s, 2H>, ' 
4.01 (t, 2H), 4.74 (s, 2H) , 6.66*? & & 8.26 * d, 2H) , 
7.10-7..40*?<fctf 7.45-7.70 (# * », 9H) 
© 2 - C 3 — >* *P JU — 4 — C 2 - C N ^ .( 3 - / h * S"* y 

#to ) - n - 1 *to r $ j ) x h * y ) - 2 - f y /H / * 
;i/ x ;u 7 a ~ to -r l h - "5 y t: 4 § */ — to 

1 H — N M R (• C D C I j) : <? (ppra) =2.15 (s , 3H) , 
2.40(s,. 3H), 2.80 (t, 2H) , 3.55 (s, 2H) , 3.80 (s, 3H) , 
4.05 (t, 2H) , 4.80 (s, 2H) , 6.66*?<fctf 8.25 ( & * d, 2H) , 
6. 80-7. OOx 7.05-7. 45*? J; Xf 7.50-7.70 * m, 8H) 
© - }*to - K - C 2 - C N — 

;i/ ) - N - / * to 7 $ J ) x f* * •> ] - 2 - t: >j ;v ] > ^ 
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* ;U 7 4 JU - 1 H-^yX-f $ V - 71/ 

'H-NMR (CDCi.)rJ ( ppra) =2.14 (s, 3H) , 2.37 
(s. 3H), 2.90 (t, 2H), 3.70 (s, 2H), 4.10 <t, 2H) , 4.78 
(s, 2H), 6.65 fc^tf 8.27 <&* d, 2H), 7.07-7.70 (&* 
81) 

® 2-C3-^^^-4-C2-CN-(4-7^^a^y 
V ;u ) - N-^A/7S;) x b * * ) • - 2 - tr v •>* ;i/ ) > ^ 
;i/x;i/7-(in/-i H — ^X-f $ ^ •/ — ;u 

•H-NMR ( C D C £ 3) ' S (ppra) =2.12 (s, 3H) , 
2.30(s, 3H), 2.77 (t, 2H) , 3.52 Cs, 2H) , 4.00 (t, 2H) , 
4.77 (s, 2H), 6.62^^0 f 8.23 ( & * d, 2H) , 7.00-7.50 
£cfctf 7.52-7.70 m, 8H) 

© 2-C3-^^^-4-C2-(N-(3. 4. 5 - MJ 
h + «>^yi?A/) X h + •> ] - 2 - f 

'J ;u ] ^**Zfl/7 -f - 1 H-^yX-f $ ^ '/ — /P 

'H-NMR ( C D C £ 3 ) : 5 (ppid)=2.24 (s, 3H) , 2.40 
(s, 3H), 2.80 (t, 2H), 3.62 (s, 2H) , 3.69 (s, 9H) , 4.12 
(t, 2H), 4.82 (s, 2H), 6.74 is & 0? 8.36 d, 2H) , 

7. 00-7.45*? J; tK 7.50-7.80 m, 6H) 

O 2- C3-y^^-4 - C2 - CN - (3, 4. 5-f'J 
> h * •> *< y * ) X h * C ) - 2-f 

»J £/ ;u ) ^J/;*7-(i'l'-lH-'<yX'( 5 9' '/ — ^ • t 

■H-NMR (CDCM : 6 (ppm) = 
1.95 (br.s, 3H), 2.15 (s, 3H) , 2.75 (br.s, 2H) , 3.48 
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(s.,2H); 3.70 (br.s,2H), 3.80 (s, 9H) , 4.50 (br.s, 2H) , 
£.-2Q&£& 7.80 br.s, 2H) , 6. 80~7. 30& cfc 7.35 

~7.65 m» 6H) 

© 2 — C 3 - J 3- to - 4 - C 2 ~ EN- •>* 
j*-) - N - / ;i/ 7 % J ) x h * ) - 2 - fc* l J i? to ) / f- to 
z> juy j ~ — -1 K — •< y X 4 $ ? *f — & 

'H-NMR ( C D C £ 3 ) - S (ppm) =2.16 Cs, 3H) , 2.37 
(s, 3H), 2.92 (t, 2H), 3.53 (s, 2H) , 4.05 (t, 2B) , 4.80 
(s, 2H), 6.65 (d, IB), 7.00-7.80 m, 8H>, 8.25 

{&* d, 1H) 



nmfflKDit&m 5 mg 

3 — yx^-f 1 5 mg 

H8t 5 7 mg 

SfcJSH-fefl'n — ^ 4 0 mg 

X U y 1* 3 mg 

1 2 0 mg 

a r-ttom ti^3 mg##* r*iu«tt-Kt©aic«k o 

HM 1 3 mg 

a — y X ^ — ^ 3 0 mg 

ILtt 6 1 mg 

k K n ^ i/ 7* n t-* to-k Jl/D-X 6 mg 

1 0 0 mg 



WO89/00566 PCT/JP88/00716 

3 3 



WO 89/00566 PCT/JP88/00716 

3 4 

.. H^.OlEffl 

F / 0-(CH 2 )n-L 

5 * vf i a o 7 ^ + ;i/ $ > 




-N < 

X R 5 



StftT^n/^fl/x 7 '>;i/£: jK >x R 4 > R 5 O — ^^7^4;b. 

? zmnm^t t h ex, m& lx ^x *> & ^iti^ 

R 6 — N 

. ""Nc C H 2 )/ 
T^fc>£ft3S (C dT'x R 6 &7k3t. 7 /I/* 71/ $ fc tt7 



WO 89/00566 



3.5 



PCT/JP88/007I6 



il^X 0 &J;ff 1 ~ 3 ©»»**r. ) 



•e«fe$ft*S**L/. r 4 liT^*;^. R 5 «7 

Jg-T £ <»: &£Jg£LT. 8^l/tir>T *>«kn»*S 

3. . L #3* : 



•cl^^nsi^^iv ::i!v r 4 »&sir i ~ 4 hot 
*;i/£ v R 5 «g$S £ ITa n y y * it l.~ 4 ffl3© 
T^ + ^^f l/t^t 4> «fc v V ^ 2 - 7 * - x ^ ;i/ 1- 

t "5 SI. 
1 , 2 , 3 , 



2 . L j&<5£ : 
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5 . 2 - C 3 * - 4 - C 2 - (N-<y->* ;u - N - / 

)V ) T ^ J X h * i/ ) - 2 - U V rtO ^5-^X;i/7^;i/- 

1 H - « V X 4 \ ? :f- 2 ^ C 3 - > ^ - 4 - C 2 - 

C N - ^ *••/!/ - N — ( 2 - 7 * - ^ x * ;i/ ) 7 $ / } iKf] 

- 2 -t* i; ^ ^ ;u x )u 7 / ~ ^ - 1 H - ^ v X w 

- >K 2 - C 3 - J * )U - 4 - C 2 — ( N — ( 4 - ^ n n ^ y 
5/ ;V ) — N - / * iu )"7S)i — 2 — t* U * ;u ) / * 

ii/x^y^^-iH-'s-xX-f 2- C3-^^ 

;i/-4 - (2- ( N — ( 4 -7>u*n y s?^/) -N-/^;P 

t 5 y 0 x h * ) - 2 - t* \y i/ )uj t ju * jis -7 * s-.)\s - i 

H c yX 4 $ V* - >t/. 2 - C 3 - S * )\> - 4 - C 2 - C N 

-/f;b-N- ^<V*>>) T $ J ) I h * i/ ) - 

2 - f 'J v/ J^] ^i^*7^i/l'"lH-'<yX'f 5 y V* — 

2 - C 3 =5- - 4 - { 2 - * A/ * >J / x F * ) - 2 

- tr i; ;b ) *x^7^;i'-i H-^yX>f $ ? */ —> 
*? £ 2 - C 3 - / ^ ;b - 4 - i2 ^ ( 1 . 2. 3. i-f 1> 

7 tr a 4 v *■■/• »; y - 2 - -f ;i> ) x h ^ v/ ) - 2 - e v *>* ;v ) 
/ * ;i/ x ;i/ 7 - ;u - 1 H - </X 4 $ V - ;^ £> M fcfc* tL 3 

<5 i& » . 

6 . If 1 ^i2S{© t* 
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